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REMARKS 

Claima 

Claims 1-7.9-10, 1 2- 16. and 20-22 aw cuiiemly under examination with claims 18-19 
viiThdrawn from considerdtion due u> restriciion/election and claims 8, U and 17 cancelled 
vsiihoui prejudice or disclaimer. 

The allowabiliiy of claims 4 and 5 is graiefully acknowledged. 

Claim amendments 

'Ihe claims have been amended lo use language m accordance with conventional US 
practice. 

Support tbr the amendment of claim 1 and the claims dependent thereon can be ttound ax, 
for example, page 33, T|2 of the originally-filed specification. The Examiner is also requested to 
review the paragraph bridging pages 15 and 16 of the instant specification- 
It is respectfully submitted that the claim amendments do not raise new matter. 

Claim abieetions 

The Examiner is thanked for his careful review of the claims. The objection of claims 1 
and 3 are moot in view of the amendments. With respect to the substituems at R'-R^, Applicants 
respectfully submit that the claim language is consistent with Markush practice. Withdrawal of 
the objection is respectfully requested- 

Rolections und er 35 U-S-C, ^102/S103U> over Halazv 

The P TO's allegation that the subject maucr of claims 1-7, 9-10, 12-16 and 20-22 are 
anticipated, or in the alternate, rendered obvious by Halazy et al. (US 5,726,177) is respectfully 
traversed 

Halazy discloses compounds having a mandatoiy CjHs-NR^R** radical (with respect to the 
R"* ^iubsuiuent). a carbonyl, SO2 and/or 0x0 fimctionalized bridging moiety between the indole 
sysiem and the piperazine ring (with respect to the X' substituent) and an optionally substituted 
mandatory phenyl moiety (with respect to the Z group). Thus, the compounds of the instant 
invention are structurally distinct from Halazy's compounds. Moreover, the cited reference does 
not teach compositions comprising Applicants' compounds. The cited reference thus fails to 
anticipate what is claimed herein. It is well-established that for anticipation, the reference has to 
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meci each and every ekmem reciied in Applicants' claims. Absent such teaching or guidance, 
there can be no anticipation. Withdrawal of the rejection is respectfully requested. 

ftt^jeerions under 35 U,S,C, t>l02faVSl03( a^ over Bottcher 

Claims 1-3, 4-7, 12-16 and 20-22 stand rejccied under 35 U.S.C. §l02(a) as being 
anticipated or rendered obvious by the newly-applied Boncher references (US 6,838.46 1 and US 
6,723,725). ITiis contention is respectfully traversed. 

Boucher's compounds in the '725 patent are distinct from the compounds of the instani 
invcmion in at least the followine respects- 

(u) a mandatory CO-R^ moiety (with respect to the subsutuent at R^); 

(b) a mandatory carbonyl bridge between the indole system and tjie piperazine nnglwitn 
respect TO the substituent at X*); * 

(c) a mandatory ethylene bridge between the piperazine ring and the R* group 
ta) lack of anellated or bicyclic heterocyclic residueCs) 

Bottcher' s compounds in the '461 patent are distinct from the compounds of the instant 
invention in at least the following respects: 

(it) presence of hydrogen (H) with respect to the substituent ai R**; 

(b) a mandatory carbonyl bridge between the mdole :jystem and the piperazine ring (with 
respect to the substituent at X*)i 

(c) a mandatory ethylene bridge between the piperazine rii^ and the group 

(d) lack of anellated or bicyclic heterocyclic residue(s) 

Since not all siructuml aspects of Applicants* compounds are taught by the ciied 
references, the newly-applied Boncher references (US 6,838,461 and US 6,723,725) cannot 
anticipate what is claimed by the instant invention. Withdrawal of the rejection is respectfully 
rcquesied- 

j^lQ3(a) rejections 

The aforementioned Halazy and Boncher references, either solely or in combimttion. also 
fail to render obvious the claims of the insiant invention. Ai page 10 of the Otlice Action, ii is 
alleged that "one would be motivated to employ the compounds/compositions of Halazy ei al. lo 
obtain the instani compounds/compositions of fonnuU (1), wherein the variables R-- -R 
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independenily is noi substituted with a Hei moiety thereof, the variables E and G together with 
the N atom to which they are bonded, are piperazine or pipcridine thereof." At page 1 1 , a similar 
argument is presemed with respect to Boucher's compounds. Applicants respectfully disagree 
with these contentions. The Office Action fails to present any evidence that the cited references, 
either solely or in combinaiion, propose the change in structure as proposed by the Examiner. 
Absent such guidance, there can be no prima facie case for obviousness. Sec In re GrabiakTld 
at 732, 226 USPQ at 872 (Fed. Cir. 1 985). Moreover, even if such knowledge were derived from 
secondary sources, there is no reasonable way to arrive at the claimed compounds under US law. 
See e.g., in rtr Jones, 958 F.2d 347, 21 USP02d l94l (Fed Cir. 1992), Withdrawal of the 
rejection xs respectfully requested. 

Double patenting 

The non-statutory double patenting rejection of claims 1-7, 9, 10, 12-16 and 20-22 over 
ihe allegedly conflicting claims of the aforementioned Boucher patents (US 6,838,461 and US 
6,723,725) is> moot in view of the aforemeniioned remarks and the amendments presented herein, 
Withdmwal of the rejection is respectfully requested. 

Rcstrictioa 

Applicants ihank the Examiner for agreeing lo examine previously withdrawn claims 
20-22 on the merits However, insofitr as only a partial withdrawal of ihe restriction requirement 
was made, and claims 18-19 stiU remain restricted, the restriction requirenaem is respecifully 
traversed. 

Page 2 of the Office Action concedes thai 'the entirety of die present claims possess unity 
of invention under 37 CFR §1,499,'' but proceeds to contend that the claims 1^-7, 9, 10, 12-16 
and 1 8-22 lack unity of invention. The Examiner cites Halazy and/or Chakravarry to bolster his 
lack of unity-of-invention contention. However, as established in the preceding paragn^shs, the 
compounds taught by the cited references do not relate to the compounds of the instant invention 

Applicants cordially urge the Examiner to withdraw the restriction requiremem insofar as 
all the claims in the application involve related subject matter, for example, a compound of 
formula 1. A search of all the claims would comprise overlapping subject maner. and it would 
not be an undue burden on the Examiner to carry out a search. "If search and examination of an 
entire application can be made without serious burden, the examiner musr examine it on the 
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merils, even though ii includes claims to independent or distinct invention." cEmphasis added.) 
M.P.E.P- 803. The Office Action has not provided any reason:* why a search and/or examination 
of all the claims in the apphcation would resuU in undue burden. Accordingly, it is respectfully 
submined that the restriction be withdrawn. 

Applicants*' petition against the restriction reqtiuremem (tiled; June 19, 2007) 
prematurely deemed moot in view of the Examiner's partial withdrawal of the restriction 
requirement. However, a complete reversal of this requirement, as requested in the petition, has 
not been made. As such. Applicants reserve the right request reconsidemtion of the petition if the 
requirement for resuiction is maintained. However, in view of the aforementioned arguments and 
remarks. Applicants cordially request the Examiner to racilitare prosecution via withdrawal of the 
pending resuiction requirement in its entirety. 

The alleged requirement that Applicants "'should amend the claims to read on the elected 
subject mauer'' is* respectfully uraversed since traversal of the res^mciion requirement was timely 
made and Applicants petition filed June 19, 2007 has not been fully considered. Withdrawal of 
the objection is courteously requested. 

Rejections under 35 U,S.C. §112, ITl 

Claims 9-lOand 12-16 stand rejected under 35 U S.C. § 112.111 for allegedly faihng to 
^romply with the enablement requirement. Applicants respectfiilly traverse this rejection. 

Enablement 

In the paragraphs bridging pages 5 and 6 of the Office Action, the Examiner contends that 
the "pharmaceutical an is unpredictable, requiring each embodiment to be individuully assessed 
for physiological activity." This contention is without legal basis. The Office Action at page 5 
funher alleges thai 'there are no working examples present for the treatment of a diseaj»e 
mediated by 5-HT or inhibiting the activity of an excitatory amino acid in a cell by the 
administration of compounds of ihe instant invention." Applicants disagree with this statement. 

At the outset. Applicants courteously submit that the Office Action fails to present any 
evidence which suggests the methods claimed herein are not enabled. In the absence of such 
evidence, the rejection is deficient imder controlling case law. 

The burden is upon the Patent and Trademark Office to provide evidence shedding doubt 
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lhai ihc inveniion can noi be made and used as siaxed; sec for example. In r*f ManocchU 439, F. 
2d 220, 169 USPQ 367 (CCPA 1971). Moreover, Applicanis' specification teaches ihai 
compounds of the present invention arc useful for practicing the methods claimed herein. Sec, 
for example, page 5, lines 20-24 and page 20, Imes 19-21 of the instant specification, as 
originally filed. In this regard. Applicants' specification expressly teaches that subsiimxed indole 
compounds, such as compounds of Formula I, serve as anti-psychotic agents because of their 
ability to mhibit important regulators of the 5HT receptor pharmacology (tor example, 5HT 
agonistic and 5HT reuptake inhibitoiy activity). See. page 6, lines 15-25. Rauonale for the twe 
of the compounds of the instant invention in the treatment of diseases is also provided See, rhe 
paragraph bridging pages 5 and 6 and the paragraph bridging pages 6 and 7 of the specification, 
as originally filed 

The PTO is cordially requested to review the cited references by PegUon et al. (US 
6,486,171) and Halazy el al. (US 5,726,177). The teachings of these references and the 
experimental data contained therein reasonubh corroborate Applicants' disclosure on the 
pharmaceutical activity of the claimed compounds and compositions thereof. In particular, in the 
paragraphs bridging cols. 21-22, peglion teaches that a related class of pipcridine compounds 
have atlinity for the 5-HT receptor (Example 42) as well as inhibitory activity against serotonin 
reuptake (Example 41), Peglion teaches and also claims that the piperidine compounds are useful 
for treating 5-HT mediated diseases. See, the disclosure in col, 1 , paragraphs 3-4 and claims 14 
and 15 of Peglion. A similar disclosure is provided m the paragraphs bridging cols. 74-76 of 
Halazy et al. (US 5,726,177). Halita^y describes the activity of a related class of indble-derived 
arylpiperazine compounds on the 5-HT receptor system. See the *^TUDY OF THE AFFfNlTY" 
section in Halazy ct al. and the data presented therein. The instant specification provides an 
enablmg disclosure on the effect ot'claimed compounds on the S-HT receptor system. Therefore, 
the specitxcation's express teaching that the clainaed compounds are phamiaceutically useful is 
clciu-ly credible as required. The PTO's contentions regarding non-etiablement based on the 
^^nprediciabihty" and 'iack of working examples" are especially weak in view of the detailed 
disclosure contained m Applicants' own specification and the sxate of the art betbre the earliest 
filing date of the instant application. Withdrawal of the rejection is respectfully requested 

The contention that compounds should be assessed for their physiological ucnvay is 
without legal basis Decades of scientific studies, both at the basic and clinical levels, have 
established that m v/fro studies -'reasonably correlate" with then: in vivo counterparts, in this 
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regard, the Examiner is cordially inviied to review the attached cupy of Fsebig er al., European 
Journal of Cuncer, 40 (2004) 802-820. showing correlation of in viira activity to in vivo aciiviiy 
as the basis for anticancer drug discovery. Moreover, Applicants' specification provides 
literature references which discuss techniques for the assessment of die claimed inhibitoiy 
activity in vitro and its correlation with in vivo pharmacology See. the entire disclosure 
conuuned in the paragraphs bridging page 7. line 29 to page 9, line 1 1 of the instant specification. 

Furthermore, ihe patent law is in accord with the realities of pharmaceutical arts. 

In Cross v. Jizuka, 224 USPQ 739 (Fed Cir. 1985). discussed supra the court affirming 
the decision on reliance on in vitro data, and the decision stated that 

in vitro rfrsulis vvjih rcspecT lo ihe paaicuJar pharmacological activUy are 
peneraUy prediciive of in vivn lesi results , i.e., there j> a reasonable correlation 
iherebetwcen. Were ihis not so, the lesting procedures of ihii pharmaceuUcal 
indusiry would not be as they are. 

The court in Cross decision also noted the following 

Knowledge of the pharmacological acii vuies of compounds is beneficial to the 
mcdicaJ profession, and requiring lisoika to have disclosed in vivo dosages in 
the Japanese pnoriiy application would delay and frustrate researchers by 
failing lo provide an inceniive for early public disclosure of such compounds, 
thereby tailing to further ihe public interest. 

Successful In v^iforesiinp will marshal resources and direct the expenditure of 
effon to further in vivo lesiing of the tnost potent compounds, thereby 
providing an immediate benefit to the public, ^aloflous lo ihe benefit provided 
bv the showing of an in vivo utiliw . 

The Federal Circuit in Fujikawa v. Watanasm, 39 USPQ.2d 1895 (1996), stated That 

all that is a'equircd is ihe test to be reasonably indicative of the desired 
phannacological response. . . . There must be a sutTicicnt correlation between 
the tests and the asseaed pharmacological activity so as to convince those 
ikilled in the an, to a reasonable probability, thai the novel compound will 
exhibit the asserted pharmacological beliavlor. 

Also, the court in Bruna 51 FJd J560^ 34 USPQ2d 1436 (Fed. Cir, 1995) stated that 

It is our firm conviction that one who has taught the public that a compound 
exhibits some desirable pharmaceutical propeny in a standard experimental 
animal has made a signitlcant and useful contribution to the an. even though it 
may eventually appear that the compound is without value in the treatmeni of 
humans. 

Applicants also point to Jn re BunOy. 642 F.2d 430, 209 DSFQ 48, tCCPA 1981), where 
ihe disclosure established the basic pharmacology for the compounds, but >\hcre no examples 
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were provided. The Bundy specification stated thai the compounds of ihe invemiun possessed 
activity similar to E-type prosiaglandins Nevenheless ic was found that sufficient guidance ^ to 
use were given in the disclosure. The court held thai ^'what is necessary to satisiy the how-to-use 
requirement of § 1 12 is the disclosure of some activity coupled with knowledge as to the use of 
this activity." 

Thus, neither the reality of the pharmaceutical arts or indusify or the state of the law in 
this area provide basis for the broad allegations on pages 5 and 6 of the Office Action. Thus, the 
rejection is without merit and should be withdrawn. 

In view of the above remarks, favorable reconsideration is courteously requested. If there 
are any remaining issues which could be expedited by a telephone conference, the Examiner is 
courteously invited to telephone counsel at the number indicated below. 

The Commissioner is hereby authorized to charge any fees associated with this response 
to Deposit Account No 1 3-3402, 



MILLEN, WHITE, ZELANO 

&BRANIGAN, P.C. 
Arlington Courthouse Plaza I, Suite 14U0 
2200 Clarendon Boulevard 
Arlington, Virginia 22201 
Telephone. (703) 243-6333 
Facsimile: (703)243-6410 

Artomey Docket No,: MERCK-2932 

Date: December 1 1 . 2007 



Respectfully submined> 




Harry B. Shubin, Reg. No. 32,004 
Attorney for Applicani(s) 



End : 



• Feibig et al. 
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